• * 



13. A method of tr^tinn inflammation in warm-blooded animals 
comprising administering t^^ajrm-blooded animals in need thereof an 
anti-inf lammatorily effective amcJuqt of a compound of claim 1. — 
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Substituted purine derivatives as inhibitors of cell adhesion 

—This application is a 371 of PCT/EPOO/05921 filed June 26, 2000.— 

5 The present invention relates to compounds of the formula I, 




-,3 

□ in which B, D, E, G, X, Y, Z, R 1 , R 2 and s have the meanings indicated below, their 
1 physiologically tolerable salts and their prodrugs. The compounds of the formula I are 
!*[ valuable pharmacologically active compounds. They are vitronectin receptor 
llfl antagonists and inhibitors of cell adhesion and are suitable'for the therapy and 
py prophylaxis of illnesses which are based on the interaction between vitronectin 

receptors and their ligands in cell-cell or cell-matrix interaction processes or which 
15 can be prevented, alleviated or cured by influencing such interactions. For example, 
they can be applied for inhibiting bone resorption by osteoclasts and thus for treating 
and preventing osteoporosis, or for inhibiting undesired angiogenesis or proliferation 
of cells of the vascular smooth musculature. The invention furthermore relates to 
processes for the preparation of compounds of the formula I, their use, in particular 
20 as active ingredients in pharmaceuticals, and pharmaceutical compositions 
comprising them. 

Human bones are subject to a constant dynamic renovation process comprising bone 
resorption and bone formation. These processes are controlled by types of cell 
25 specialized for these purposes. Bone resorption is based on the destruction of bone 
matrix by osteoclasts. The majority of bone disorders are based on a disturbed 
equilibrium between bone formation and bone resorption. Osteoporosis is a disease 
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Patent claims^^^ 
1. A compound/of the formula f 



61 



Q 

Q 5 





15 



'wherein 

Bij^Ci-CisJ-alkyl, (C 3 -Ci 4 )-cycloalkyl, (C 3 -Ci4)-cycloalkyl-(Ci-C8)-alkyl-. (C 5 -Ci 4 )-aryl, 
(Cs-Ci^aryKCrCaJ-alky!-, (C 5 -C 14 )-heteroaryl, (Cs-CuJ-heteroaryKd-Csj-aikyl-, 
fluorine, chlorine, bromine, hydroxy, cyano, trifiuoromethyl, nitro, hydroxycarbonyl-, 
(Ci-C 6 )-alkoxy, (d-CeJ-alkoxy^Ci-CeJ-alkyl-, (Ci-C 6 )-alkoxycarbonyl-, (Ci-C 6 )- 
alkylcarbonyl-, (C 5 -Ci 4 )-arylcarbonyl-, (Ci-C 6 )-alkylaminocarbonyl-, (Ci-C 6 )-alkoxy- 
(CrC 6 )-alkoxy-, (C 5 -Ci 4 )-aryl-(Ci-C8)-alkylcarbonyl-, (Ci-C 6 )-alkanoylamino-, (Ci-C 6 )- 
alkylsulfonylamino-, (C 5 -Ci 4 )-arylsulfonylamino-, (Ci-C 6 )-alkylamino-, di-((Ci-C 6 )- 
alkyl)amino-, (d-CeJ-alkylsulfonyl-, aminosulfonyl-, (C 5 -Ci 4 )-arylsulfonyl-, (C 5 -Ci 4 )- 
aryl-(Ci-C 8 )-alkylsulfonyl-, (C 5 -Cu)-aryl^(C 5 -Ci 4 )-heteroaryl, where all residues B 
are independent of one another and can bo identica l or d i fforon t, or B denotes an 
aromatic or non-aromatic ring system^&ts fused to the 6-membered ring containing 
the groups G and Z; 



D is < -C(0)-N(R 6 )-, -NR 6 -C(0)-, -NR 6 -C(0)-N(R 6 )-, -NR 6 -C(S)-N(R 6 )-, -C(S)-N(R 6 )- or 
-C(R 6 )=N-N(R 6 )-, where the divalent residues reprcoonting r^-are bonded to t he gro u p 
via the free bond on their right side; 
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r is zero, one, two, three or four; 
s is zero, one, two, three or four; 
v is one, two or three; <^A. 
5 p is one or two; 

in all their stereoisomeric forms and mixtures thereof in all ratios, and their va^to*; 
physiologically tolerable salts end th o ir ~protiw§ s; 

P 10 where, instead of the purine structure shown in formula I, also a 3-deazapurine 
structure, a 7-deazapurine structure or a 7-deaza-8-azapurine structure cel&^e 



O 

ru 
a 



20 



present. 



2. A compound of t h o formula I as claimed in claim 1 , wherein 
g 15 B is (Ci-Ci8)-alkyl or hydroxy, vu&are ail rooi duos Bjare independent of one another 

!3 anrl rqn if|pntir-il nr rtiffnrnn t; 

:n 

1 V D is -C(0)-N(R 6 )-, whore this divalont residue is bonded to the group E via its 



nitrogen atom; 

E is-Sresi^e from the senefe consisting of 




X is hydrogen; 
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one, two or three ring carbon atoms can be replaced by heteroatom^from the s?$££* 
consisting of nitrogen, oxygen and sulfur, 

or R 6 and R 6 together with the nitrogen atom to which they are bonded form a 4- 
membered to 6-membered ring system which in addition to the nitrogen atom to 
5 which R° and R are bonded can contain one, two or three ring heteroatoms/rom the 
slfe£ consisting of nitrogen, oxygen and sulfur and which can be unsaturated or 
saturated, 

where all res i due s R 6 and R 6 - are independent of one another and con be identical of 



E.JL 



^dtffeferrtr 

5 10 

id 

^ r is zero, one, two, three or four; 

• l SET 

I'U s is zero, one, two, three or four; 

',D 

Q v is one, two or three; 

o 

Uh5 in all their stereoisomer^ forms and mixtures thereof in all ratios, and their ^o-ohyot 

Q ^ 

if} physiologically tolerable salts~ aind U ^ tHiqauOrag s. 

lb 

ru 

3. A compound of t ho formula I ao cioimod in - claim^ 1 at*4tef-2, wherein 
B is (CrC 6 )-alkyl or hydroxy, where all eestettes Bjare independent of one another 
20 and can be i donticol or d i ffcrcnt f 

D is -C(0)-N(R 6 )-. whefe II lis divait^r+ywdee-is bonded to the group E via its 
nitrogen atom; 

25 E is a res i due from the-seags consisting of 



and R 6 R 6 N-C(=NR 6 )-; 
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R 6 and R 6 arejhydrogen, (C r C 6 )-alkyl, (C 3 -Ci 4 )-cycloalkyl, (Ca-C^^cycloalkyl-id- 
CaJ-alkyl-^Cs-CuJ-aryl^Ci-CsJ-alkyl-, or R 6 and R 6 ' together with the nitrogen atom 
to which they are bonded form a 4-membered to 6-membered ring system which in 
addition to the nitrogen atom to which R 6 and R 6 are bonded can contain one or two 
5 ring heteroatomsjfnom th o . slmeff consisting of nitrogen, oxygen and sulfur and which 
can be unsaturated or saturated, 

where all rooid a e s R 6 and R 6 are independent of one another and can be idontical or - 
i' A ^ffeieutb 

a 

^ 10 r is zero, one, two, three or four; 

O 

I'U s is zero, one or two; 

□ 



a 



in all their stereoisomer^ forms and mixtures thereof in all ratios, and their 



y physiologically tolerable salts.and their prodrugs, 

l,a? 15 

Q 4. A compound of tfre- foi m u l a I ds c l aiined in on o or more of claimaf 1 %fik wherein 
D is -C(0)-N(R 6 )-, w here this divalent residue is bond o d to th o grou p E via its 
nitrogen atom; 



20 E is a resi4tfe from the sGS&s consisting of 



c 



R 4 

/ 

N 



25 



// and 

N 



G is CH; 

X is hydrogen; 

Y is hydrogen; 
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E is fteT^aae 



13 




5 G is CH; 
X is hydrogen; 



13 Y is hydrogen; 
13 Z is N; 



j R 1 is/(Ci-Ci8)-alkyl, (C 3 -Ci4)-cydoalkyl, (Ca-CuJ-cycloalkyKd-CeJ-alkyl-, (C 5 -C 14 )- 
| J aryl, (Cs-C^J-aryKCrCeJ-alkyl-, (C 5 -C 14 )-heteroaryl ^Vcs-CuJ-heteroaryKd-Ca)- 
!'U 1 5 alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be substituted one, two or three 
times by id entical or different 3ubofitucnt6 from the ocric s consisting of fluorine, 
chlorine, bromine, cyano, trifluoromethyl, (Ci-C 6 )-alkyl, (CrC 6 )-alkoxy and (C5-C14)- 
aryl; 



20 R 2 is -C(0)R 5 ; 

R 5 is hydroxy or (Ci-C 6 )-alkoxy; 
s is zero; 

25 

in all their stereoisomeric forms and mixtures thereof in all ratios, and their v**>-'h c '*j 
physiologically tolerable salts and their ppo^rngs . 



6. A process for the preparation of a compound ao -e laimod i n on o or more of clairn^ 1 
30 comprising reacting a compound of the formula VjWith a compound of the 
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!,J 5 wherein L 1 is a leaving group, R 15 is R 1 -S0 2 - or an amino protecting group and B, D, 
□ E, G, X, R 2 and s are defined as in claims 1 te^but where functional groups can also 
be present in the form of precursor groups or in protected form. 

i 

ry 7. A pharmaceutical composition, comprising a t lo ast one compound of tho formula t 
10 .as claimed in one or mor e of -claim^ 1 te ff .nnnVnr it - -; phyfiinlngi^iiy ^|prahj ^»«jto 
aa d/or,its prodrugs- and a pharmaceutically acceptable carrier. 

8. Axompound of the formula I as claimed in one or more of claims 1 to 5 and/or its 
physiologically tolerable salts and/or its prodrugs for use as a pharmaceutical. 

15 \ 

9. A compousjd of the formula I as claimed in one or more of claims 1 to 5 and/or its 
physiologically tblerable salts and/or its prodrugs for use as a vitronectin receptor 
antagonist. 

20 10. A compound of the formulaXas claimed in one or more of claims 1 to 5 and/or its 
physiologically tolerable salts and/6r its prodrugs for use as an inhibitor of bone 
resorption, for the therapy or prophylaxis of osteoporosis, as an inhibitor of tumor 
growth or tumor metastasis, as an antiinflammatory, or for the therapy or prophylaxis 
of cardiovascular disorders, restenoses, arteriosclerosis, nephropathies, 
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R 6 -C(=NR 6 )-NR 6 - and R 6 R 6 *N-C(=NR 6 )-; 



Yjy^ G is^N, CH of C((C 1 -C 4 )-alkyl); 



5 X is hydrogen, -NR 6 R 6 , fluorine, chlorine, bromine, -OR 6 , -SR 6 , hydroxy-(d-C 6 )-alkyl- 
NH-, (hydroxy-(C 1 -C 6 )-alkyl) 2 N- l amino-(Ci-C 6 )-alkyl-NH-, (amino-(Ci-C 6 )-alkyl) 2 N-, 
hydroxy-(d-C 6 )-alkyl-0-, hydroxy-(C r C 6 )-alkyl-S- 8rWc(0)-R 6 ; 




6 D 6' 



o on o of tho mcaningo o f R^ef-« fluorine, chlorine, bromine, cyano, -NR R' 

: r <C~zK . _ _ . .. 



-OR", -SR b p hydroxy-(C r C 6 )-alkyl-NH-; 



20 



25) 



30 



ZisNorCH; 

(C,-C 18 )-alkyl, (C 3 -C 14 )-cycloalkyl, (d-d 4 )-cycloalkyl-(d-C 8 )-alkyl-, (C5-C14)- 
aryl, (C 5 -Ci4)-aryl-(Ci-C 8 )-alkyl-, (C 5 -C 14 )-heteroaryl or (C 5 -Ci 4 )-heteroaryl-(Ci-C a )- 
alkyl- where a^heteroaryl, cycloalkyl and alkyl can be substituted one, two or three 
times by \4o^caL o^\^S^r^i^ ^s^ ^om th e ser ies consisting of fluorine, 
chlorine, bromine, cyano, trifluoromethyl, nitro, hydroxycarbonyl-, (Ci-C 6 )-alkyl, (d- 
C 6 )-alkoxy, (d-C 6 )-alkoxy-(d-C 6 )-alkyl-, (C r C 6 )-alkoxycarbonyl-, (d-C 6 )- 
alkylcarbonyl-, (Ci-C 6 )-alkylaminocarbonyl-, (Ci-C 6 )-alkoxy-(d-C 6 )-alkoxy-, (C s -d 4 )- 
arylcarbonyl-, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkylcarbonyl-, (d-C 6 )-alkanoylamino-, (C 5 -C 14 )- 
arylsulfonylamino-, (Ci-C 6 )-alkylsulfonylamino-, (CrC 6 )-alkylamino-, di-((d-C 6 )- 
alkyl)amino-, (d-C 6 )-alkylsulfonyl-, (d-C 6 )-alkylaminosulfonyl-, (C 5 -d 4 )- 
arylaminosulfonyl-, (C 5 -d 4 )-aryl-(Ci-C 8 )-alkylaminosulfonyl-, (C 5 -C 14 )-arylsulfonyl-, 
(C5-Ci 4 )-aryl-(d-C 8 )-alkylsulfonyl-, (C 5 -C 14 )-aryl and (C 5 -Ci 4 )-heteroaryl; 

R 2 is x -C(0)R 5 , -C(S)R 5 , -S(0) p R 5 , -P(0)R 5 R 5 ' qt- q ro3iduo of a 4-membered to 8- 
membered saturated or unsaturated heterocyele which contains 1 , 2, 3 or 4 
heteroatoms^from the -aerie's consisting of nitrogen, oxygen and sulfur; 

R 3 is^(Ci-d 8 )-alkyl, (C 3 -d 4 )-cycloalkyl, (C 3 -d 4 )-cycloalkyl-(Ci-C 8 )-alkyl-. (C 5 -d 4 )- 
aryl, (C 5 -d 4 )-aryl-(Ci-C 8 )-alkyl-, (C 5 -C 14 )-heteroaryl, (C 5 -d 4 )-heteroaryl-(d-C 8 )- 
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alkyl-, fluorine, chlorine, bromine, hydroxy, cyano, trifluoromethyl, nitro, 
hydroxycarbonyl-, (CrC 6 )-alkoxy, (d-CeJ-alkoxy^Ci-Ce^alkyl-, (Ci-C 6 )- 
alkoxycarbonyl-, (Ci-C 6 )-alkylcarbonyl-, (C 5 -Ci 4 )-arylcarbonyl-, (Ci-C 6 )- 
alkylaminocarbonyi-, (d-CeJ-alkoxy-fCi-CeJ-alkoxy^, (C 5 -d4)-aryl-(d-C 8 )- 
alkylcarbonyl-, (Ci-C 6 )-alkanoylamino-, (C r C 6 )-alkylsulfonylamino-, (C 5 -C 14 )- 
arylsulfonylamino-, (Ci-C 6 )-alkylamino-, di-((Ci-C 6 )-alkyl)amino-, (d-C 6 )- 
alkylsulfonyl-, aminosulfonyl-, (C5-Ci 4 )-arylsulfonyl-, (C5-C 14 )-aryl-(Ci-C 8 )- 
alkylsulfonyl-, (C 5 -Ci 4 )-aryl pr^C 5 -d 4 )-heteroaryl, where all^esrctees R^are 
independent of one another and-e an b e id e ntical or dif fer ent ; 

R 4 i^/hydrogen, (d-do)-alkyl, (C 3 -Ci 4 )-cycloalkyl, (C 3 -d4)-cycloalkyl-(d-C 8 )-alkyl-, 
(C 5 -Ci 4 )-aryl tnc 5 -d4)-aryl-(d-C 8 )-alkyl-; 

R 5 and R 5 arejhydroxy, (Ci-C 8 )-alkoxy, (C 5 -Ci 4 )-aryl-(Ci-C 8 )-alkoxy-, (d-C 8 )- 
1 5 alkylcarbonyloxy-(Ci-C 4 )-alkoxy-, (C 5 -C 14 )-aryl-(Ci-C8)-alkylcarbonyloxy-(Ci-C 8 )- 
alkoxy- «r -NR 6 R 6 , where the r e s i dues R 5 and R 5 ' are independent of one another 
and can be idon t i cd l u i Uiffef e ntt 

R 6 and R 6 ' are/hydrogen, (d-d 8 )-alkyl, (C 3 -Ci 4 )-cycloalkyl, (C 3 -d4)-cycloalkyl-(d- 
20 C 8 )-alkyl-, (d-d 4 )-aryl where in the aryi^ess&^ope, two, three, four or five ring 
carbon atoms can be replaced by/heteroatoms/from the«lsE?s consisting of nitrogen, 
oxygen and sulfur, @f (C 5 -Ci 4 )-aryl-(Ci-C8)-alkyl- where in the aryl mefety of the aryl^ 
alkyl- res^due^one, two, three, four or five ring carbon atoms can be replaced by 
heteroatoms/from the-sJ^a^consisting of nitrogen, oxygen and sulfur, 
25 or R 6 and R 6 together with the nitrogen atom to which they are bonded form a 4- 
membered to 8-membered ring system which in addition to the nitrogen atom to 
which R and R are bonded can contain one, two or three ring heteroatoms/from the 

consisting of nitrogen, oxygen and sulfur and which can be unsaturated or 
saturated, 

30 where all Residues R 6 and R 6 are independent of one another an d can be ident i ca l o p 
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Y is hydrogen; 

Z is N or CH; 

5 <B 

R 1 is[(Ci-C 18 )-alkyl, (C3-C 14 )-cycloalkyi, (C3-C 14 )-cycloalkyl-(C,-C 8 )-alkyl-, (C 5 -d 4 )- 
aryl, (C 5 -d 4 )-aryl-(d-C 8 )-alkyl-, (C 5 -C 14 )-heteroaryl ^(C 5 -C i 4 )-heteroaryl-(d-C 8 )- 
alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be substituted one, two or three 
times by iden tical or di f fere n t subuUlu unts from the se$j^ consisting of fluorine, 
Q 10 chlorine, bromine, cyano, trifluoromethyl, nitro, hydroxycarbonyl-, (d-C 6 )-alkyl, (d- 
lj C 6 )-alkoxy, (Ci-C 6 )-alkoxy-(Ci-C 6 )-alkyl-, (d-C 6 )-alkoxycarbonyl-, (d-C 6 )- 
J;j| alkylcarbonyl-, (d-C 6 )-alkylaminocarbonyl-, (Ci-C 6 )-alkoxy-{Ci-C6)-alkoxy-, (C 5 -d 4 )- 
5 arylcarbonyl-, (C 5 -Ci 4 )-aryl-(Ci-C8)-alkylcarbonyl-, (d-C 6 )-alkanoylamino-, (C 5 -C 14 )- 

arylsulfonylamino-, (d-C 6 )-alkylsulfonylamino-, (Ci-C 6 )-alkylamino-, di-((d-C 6 )- 
P 15 alkyl)amino-, (d-C 6 )-alkylsulfonyl-, (d-C 6 )-alkylaminosulfonyl-, (C 5 -d 4 )- 
O arylaminosulfonyl-, (Cs-d 4 )-aryl-(d-C 8 )-alkylaminosulfonyl-, (C s -C 14 )-arylsulfonyl-, 
,£j (Cs-CuJ-aryl^Ci-CaJ-alkylsulfonyl-, (C 5 -d 4 )-aryl and (C 5 -C 14 )-heteroaryl; 
5 



20 



R 2 is -C(0)R 5 ; 

R 3 is^d-C 6 )-alkyl, (C 3 -C 14 )-cycloalkyl, (C 3 -Ci 4 )-cycIoalkyl-(Ci-C 8 )-alkyl-, fluorine, 
chlorine, bromine, cyano, trifluoromethyl, hydroxy or (d-C 6 )-alkoxy, where all 
pesidtfec R| are independent of one another and can be identical oi Uiffc i cii l; 

25 R 4 is hydrogen or (d-C 6 )-alkyl; 



R 5 is hydroxy or (d-C 8 )-alkoxy; 



R 6 and R 6 ' are\hydrogen, (d-C 6 )-alkyl, (C 3 -C 14 )-cycloalkyl, (C 3 -C 14 )-cyc!oalkyl-(d- 
30 C 8 )-alkyl-, (C 5 -Ci 4 )-aryl where in the aryl residue one, two or three ring carbon atoms 
can be replaced by heteroatoms^from the sJh9s consisting of nitrogen, oxygen and 
sulfur, % (C 5 -d 4 )-aryl-(d-C 8 )-alkyl- where in the aryl raeiety of the aryl-alkyl- Fesidue- 
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G is N or CH; 



X is hydrogen; 



5 Y is hydrogen; 



Z is N; 




R 1 isKCi-dsJ-alkyI, (C 3 -Ci 4 )-cycloalkyl, (C 3 -Ci4)-cycloalkyl-(Ci-C 8 )-alkyl-, (C5-C14)- 



i : y times by lejeotica^- of d i ffcr efrt-Stfo st i tueras from tho oorie s consisting of fluorine, 
'2 chlorine, bromine, cyano, trifluoromethyl, nitro, hydroxycarbonyl-, (Ci-C6)-alkyl, (Ci- 
C 6 )-alkoxy, (Ci-C 6 )-alkoxy-(CrC6)-alkyl-, (Ci-C 6 )-alkoxycarbonyl-, (Ci-C 6 )- 

i:3 

\ a 15 alkylcarbonyl-, (CrC 6 )-alkylaminocarbonyl-, (Ci-C 6 )-alkoxy-(CrC6)-alkoxy-, (C5-C14)- 
|J arylcarbonyl-, (C 5 -Cu)-aryl-(Ci-C 8 )-alkylcarbonyl-, (Ci-C 6 )-alkanoylamino-, (C5-C14)- 
Q arylsulfonylamino-, (Ci-C6)-alkylsulfonylamino-, (Ci-C6)-alkylamino-, di-((Ci-Ce)- 
alkyl)amino-, (CrC6)-alkylsulfonyl-, (Ci-C 6 )-alkylaminosulfonyl-, (C5-C14)- 
arylaminosulfonyl-, (Cs-CuJ-aryKCrCeJ-alkylaminosulfonyl-, (C 5 -Ci 4 )-arylsulfonyl-, 
20 (C5-Ci4)-aryl-(CrC 8 )-alkylsulfonyl-, (C 5 -Ci 4 )-aryl and (C 5 -Ci 4 )-heteroaryl; 

R 2 is -C(0)R 5 ; 

R is((Ci-C6)-alkyl, fluorine, chlorine, bromine, cyano , hydroxy &r (Ci-C6)-alkoxy, 
25 where all fes-tdees R^are independent of one another a nd can b e- id e n t ical o r 
-d4ffe*efrtr 

R 4 is hydrogen or (d-C4)-alkyl; 
30 R 5 is hydroxy or (CrC6)-alkoxy; 
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Z is N; 

R 1 i^Ci-CisJ-alkyl, (C 3 -Ci 4 )-cycloalkyl f (Ca-CuKycloalkyl-fCrCs^alkyl-, (C5-C14)- 
aryl, (Cs-CuJ-aryl^CrCsJ-alkyl-, (C 5 -Ci 4 )-heteroaryf£r (C 5 -Ci4)-heteroaryl-(CrC 8 )- 
alkyl- where aryl, heteroaryl, cycloalkyl and alkyl can be substituted one, two or three 
times by ide ^al of diff o r o nt o ub^tl^ r ^ s l c ^ tho co r k' s consisting of fluorine, 
chlorine, bromine, cyano, trifluoromethyl, nitro, hydroxycarbonyl-, (Ci-C 6 )-alkyl f (C1- 
C 6 )-alkoxy, (Ci-Ce^aikoxy^d-CeJ-alkyl-, (Ci-C 6 )-alkoxycarbony!- f (Ci-C 6 )- 
alkylcarbonyh (Ci-C6)-alkylaminocarbonyh (CrCeJ-alkoxy-fCrCe^alkoxy-, (C5-C14)- 
arylcarbonyl-, (C 5 -Ci4)-aryl-(CrC8)-alkylcarbonyh (Ci-C6)-alkanoylamino-, (C5-C14)- 
arylsulfonylamino-, (CrC 6 )-alkylsulfonyIamino-, (Ci-C6)-aIkylamino- f di-((Ci-C 6 )- 
alkyl)amino-, {Ci-C 6 )-alkylsulfonyl-, (CrC 6 )-alkylaminosulfony!-, (C 5 -C 14 )- 
aryiaminosulfonyl-, (C 5 -Ci 4 )-aryl-(CrC8)-alkyiaminosulfonyl- f (C 5 -C 14 )-arylsulfonyl-, 
(Cs-CuJ-aryKd-Ce^alkylsulfonyl-, (C 5 -Ci 4 )-aryl and (C 5 -C 14 )-heteroaryl; 

R 2 is -C(0)R 5 ; 

R 4 is hydrogen or (CrC 4 )-alkyI; 
R 5 is hydroxy or (Ci-C 6 )-alkoxy; 
R 6 is hydrogen or (CrC 4 )-afkyl; 
s is zero; 

in all their stereoisomeric forms and mixtures thereof in ail ratios, and their a^-T^x 
physiologically tolerable salts A nd thnir prodm i gg 



5. A compound of the - formula I as claimed in ono - or - moro of claims 1 te^, wherein 
D is -C(0)-NH-, whprp this divalent residue is bonded to tho group E via its nitrogen 
atom; 
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retinopathies, psoriasis or rheumatoid arthritis. 

* 
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